2) where the long lag pellet substantially exhibits the followh^g dissolution 
profile when measured according to U.S. Pharmacopeia XXII in a ^pe 2 dissolution 
apparatus at 37° C in O.IN HCl at 100 rpm: 

a) 0 to 10% of the diltiazem is released after 2 hoi&s; 

b) 0 to 10% of the diltiazem is released after 4/nours; 

c) 0 tol5% of the diltiazem is released afte/6 hours; 

d) 0 to 15% of the diltiazem is released atter 8 hours; 

e) 4.5% to 24.5% of the diltiazem is released after 14 hours; 

f) 41% to 61% of the diltiazem is neleased after 16 hours; and 

g) more than 60% of the diltiazem is released after 18 hours. 
IqI ^92. A long lag pellet suitable for /se in a once-a-day diltiazem formulation 

comprising: 

1) a core comprising an effeo(ive amount of diltiazem or a pharmaceutically 
acceptable salt, the core being substantially free of organic acid; 

2) where the long lag peHet substantially exhibits the following dissolution 
profile when measured according Co U.S. Pharmacopeia XXII in a type 2 dissolution 
apparatus at 37° C in O.IN HCl at /oO rpm: 

a) 0 to 10.3% of me diltiazem is released after 2 hours; 

b) 0 to 10.5% of the diltiazem is released after 4 hours; 

c) 0 to 10.7% of the diltiazem is released after 6 hours; 

d) 0 to 10.9% of the diltiazem is released after 8 hours; 

e) 4.5% to 24.5% of the diltiazem is released after 14 hours; 

f) 41% to/61% of the diltiazem is released after 16 hours; and 



g) more than 60% of the diltiazem is released after 18 hours. / 
5 ^^93. A once-a-day diltiazem formulation for oral administration comprising a 
mixture of two types of pellets, one of which is a long lag pellet that comprises: 

1) a core comprising an effective amount of diltiazem or a/ph arm aceutic ally 
acceptable salt, the core being substantially free of organic acid; / 

2) and substantially exhibits the following dissolution profile when measured 
according to U.S. Pharmacopeia XXll in a type 2 dissolution apparatus at 3T C in O.IN 
HClatiOOrpm: / 

a) 0 to 10% of the diltiazem is released/after 2 hours; 

b) 0 to 10% of the diltiazem is released after 4 hours; 

c) 0 tol5% of the diltiazem is released after 6 hours; 

d) 0 to 15% of the diltiazem is released after 8 hours; 

e) 4.5% to 24.5% of the diltiazem is released after 14 hours; 

f) 41% to 61% of the dilxiazem is released after 16 hours; and 

g) more than 60% of me diltiazem is released after 18 hours. 
(d3 y9^A once-a-day diltiazem formulation for oral administration comprising a 
mixture of two types of pellets, cme of which is a long lag pellet that comprises: 

1) a core comprising an effective amount of diltiazem or a pharmaceutical ly 
acceptable salt, the core beiiig substantially free of organic acid; 

2) and substantially exhibits the following dissolution profile when measured 
according to U.S. Phamjacopeia XXII in a type 2 dissolution apparatus at 3T C in O.IN 
HCl at 100 rpm: / 

a) /o to 10.3% of the diltiazem is released after 2 hours; 
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b) 0 to 10.5% of the diUiazem is released after 4 hours; / 

c) 0 tolO.7% of the diltiazem is released after 6 houraf 

d) 0 to 10.9% of the diltiazem is released after 8 h^rs; 

e) 4.5% to 24.5% of the diltiazem is released a^r 14 hours; 

f) 41% to 61% of the diltiazem is released^ter 16 hours; and 

g) more than 60% of the diltiazem is reL^sed after 18 hours. 
6^^95. A long lag pellet according to claims B\ through 94 where 14.5% to 

24.5% of the diltiazem is released afte/l4 hours. 

A long lag pellet according to claims 91 through 94 where 51% to 61% of 
the diltiazem is released after 14 hours. 
(oQ^^^ A long lag pellet according to yl aims 91 through 94 where 41% to 51% of 
the diltiazem is released aftef 14 hours. 

A long lag pellet accoRfing to claims 91 through 94 where 14.5% to 

24.5% of the diltiazen/is released after 14 hours and 51% to 61%. of the 

diltiazem is released after 14 hours. 
6^ ^,99^ A long lag pellet /according to claims 91 through 94 where 14.5% to 

24.5% of the dilnazem is released after 14 hours and 41% to 51% of the 

diltiazem is released after 14 hours, 
(^(j liiCK" A long lag pallet according to claims 91 through 94 where 

a) 0-10.3% of the diltiazem is released after 1 hour; 

b) 0-A 1.3% of the diltiazem is released after 10 hours; and 

c) 0-13.1% of the diltiazem is released after 12 hours 
ryo -^^^^ A longlag pellet according to claims 91 through 94 where 
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